The past few years have brought substantial progress toward understanding how 10 human cytomegalovirus (HCMV) enters the remarkably wide spectrum of cell types and tissues 11 that the virus is observed to infect. Neuropilin-2 and platelet-derived growth factor receptor alpha
examples in which a gene product is found only among beta-herpesviruses or is unique to HCMV, 48 the name of that product is often used, e.g. gO (UL74) in the case of gH/gL/gO for trimer, or UL116 49 in the case of gH/UL116, the newly discovered gH complex with UL116 [6] . 
55
(VSV G), and of gp64 from the Autographa californica nuclear polyhedrosis virus, a baculovirus [7, 8] .
56
Together, VSV G, gp64, and gB comprise the class III membrane fusogens [9] . Based on inferences 57 from the prefusion structure of VSV G, gB is thought to dramatically rearrange during membrane 
65
HCMV gB, which is encoded by UL55, is synthesized as a 160-kD precursor that undergoes furin 66 cleavage in the Golgi, resulting in 116 kD and 55 kD fragments that remain disulfide-linked to each 67 other [11] . In 2015, two crystal structures for HCMV gB ectodomain were published, one at 3.8 Å 68 resolution, and another at 3.6 Å, in which the ectodomain is bound to the Fab portion of a neutralizing 69 antibody [8, 12] . A number of cell surface proteins have been reported or implicated as receptors for 70 gB, including the epidermal growth factor receptor (EGFR) [13] , the platelet-derived growth factor 71 receptor alpha (PDGFR) [14] , and, as discussed further below, integrins [15, 16] . On the other hand,
72
it has also been suggested that gB functions as a viral fusogen that does not bind cellular receptors 73 [17] . In light of the latter, attempts to visualize interactions between gB and its putative receptors 74 by approaches such as cryo-electron microscopy (cryo-EM) would seem warranted. 
97
Homologs of gO, in contrast, are found only among betaherpesviruses. The emerging consensus is 98 that gO, in the context of the trimer, is absolutely required for the infectivity of cell-free virions [31, 32] .
99
The platelet-derived growth factor receptor alpha (PDGFR) was identified in three different 100 independent studies to function as a cellular receptor for the trimer [33] [34] [35] . This finding has 101 continued to find support in the literature [36, 37] .
102
The latest data suggest that tyrosine kinase activity of PDGFR is dispensable for its role in
103
HCMV entry [34, 36] 
128
In 2017, x-ray crystal structures for the pentamer bound to two different neutralizing antibodies 129 were reported at 3.0 Å and 5.9 Å [43] . Several aspects of the gH domain structure closely resemble
130
Epstein Barr virus (EBV) gH, while the overall structure is nonetheless described as an intermediate 
140
Another striking aspect of the pentamer structure is how UL128 connects to gL. A ~40 amino 141 acid region of UL128, comprising residues 123 to 162 of the primary sequence, forms a surprisingly 142 long (~50 Å) flexible linker that stretches across UL130 and UL131 to reach gL, at which point it makes 143 three alpha helical turns and presents Cys162 to form its disulfide linkage to Cys144 of gL [43] . It is 
146
Earlier this year, neuropilin-2 (Nrp2) was convincingly identified as a functional cell entry 147 receptor for the pentamer [37] . To identify Nrp2, the study made use of a high-throughput "avidity- 
325
It is intriguing to speculate that gene products like US16 and UL148 might play tissue specific 
335
Although there is at least one report that gH/gL composition and that the degree of heterogeneity in 
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